PCT/US 99/00465 



PATENT COOPERATION TRlaTY 

From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Accictant r^rkmrrtlccinn^ar fr*r Patontc 

United States Patent and Tradennark 

Office 

Box PCT 

Washington, D.C.20231 
ETATS-UNiS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

10 August 1999 (10.08.99) 




International application No. 

PCT/US99/00465 


Applicant's or agent's file reference 
KHGL-OOOIWO 


International filing date (day/month/year) 

08 January 1999 (08.01.99) 


Priority date (day/month/year) 

08 January 1998 (08.01.98) 


Applicant 

HOFFMAN, Keith, B. et al 



1. The designated Office is hereby notified of its election made; 



X in the demand filed with the International Preliminary Examining Authority on: 
22 July 1999 (22.07.99) 

I I in a notice effecting later election filed with the International Bureau on: 



2. The election | X [ was 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Autfionzeci officei 




The International Bureau of WlPO 






34, chemin des Colombenes 


S. Mafia 




1211 Geneva 20. Switzerland 






Facsimile No.: {41-221 740.14.35 


Telephone No.: (41-22) 338.83.38 




Form PCT IB 331 (July 19921 




2779977 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCX 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification ^ : 




(11) International Publication Number: 


WO 99/34789 


A61K 31/135 


Al. 








(43) International Publication Date: 


15 July 1999 (15.07.99) 



(21) International Application Number: PCT/US99/00465 

(22) International Filing Date: 8 January 1999 (08.01.99) 



(30) Priority Data: 

60/070J36 



8 January 1998 (08.01.98) 



US 



(81) Designated States: AU, CA, JP, US, European patent (AT, BE 
CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC* 
NL, PT, SE). 



Published 

With international search report. 



(71)(72) Applicants and Inventors: HOFFMAN, Keith, B. 
[US/US]; 5110 San Aquamo Drive, San Diego, CA 92109 
(US). LYNCH, Gary [US/US]; 4 Gibbs Court, Irvine, CA 
92717 (US). 

(74) Agent: FIELD, Bret, E.; Bozicevic, Field & Francis LLP, Suite 
200, 285 Hamilton Avenue, Palo Alto, CA 94301 (US). 



(54) Tide: USE OF SERINE PROTEASE INHIBITORS TO INHIBIT PATHOPHYSIOLOGY AND NEUROPATHOLOGY IN A HOST 
(57) Abstract 

Methods are provided for inhibiting cell adhesion molecule cleavage in brain tissue of a host. In the subject methods, an effective 
amount of a protease inhibitor, particularly serine protease inhibitors, such as those that inhibit tPA and related proteases, is administered 
to the host. The subject methods find use in the treatment and prevention of pathophysiology and neuropathology in a host, such as the 
treatment of a variety of pathological conditions resulting from pathophysiology and/or excitotoxicity. Specific pathological conditions in 
which the subject methods find use include epilepsy (and related seizure states) and neuronal damage associated with excessive glutamate 
activity, e.g. resulting from an acute event such as hypoxia, head trauma or stroke. 



FOR THE PURPOSES OF INFORMATION ONLY 
Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCX. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


sz 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


zw 


Zimbabwe 


CI 


C6te d'Tvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






cv 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 








INTERNATIONAL SEARCH REPORT 



Interaational application No. 
PCT/US99/00465 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(6) JV61K 31/135 
USCL : 514/649 

According to Interaatiooa] Patent ClassiiicatioD (IPC) or to both national classification and IPC 



& FIELDS SEARCHED 



Minimum documeotatiQn searched (classificatiofi system followed by classification symbols) 
U.S. : 514/649 



Documentatioii searched otiier than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the tnteniatiooal search (name of data base and. where practicable, search terms used) 
STN; COMPOUNDS AND METHODS OF USE 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Chemical Abstracts, volume 121, number 13, issued 26 September 
1994, FRIEDRICH, T. "Treatment of neurodegenerative diseases 
with thrombin inhibitors'*, page 117, abstract no. 149109s, Ger. 
Offen. DE 4,303,646, 11 August 1994, see entire abstract. 

Chemical Abstracts, volume 11, issued 13 SEPTEMBER 1982, 
PINSKY et ai, "Peptidase inhibitors reduce c^iate narcotic 
withdrawal signs, including seizure activity, in the rat." page 99, 
abstract no 8525^, Brain Res., Vol. 243(2), pages 301-307, see 
entire abstract. 



1-24 



1-24 



( x| Further documents are listed in the continuation of Box C. | | See patent lamily 



annex. 



doountol dtfiuns tha g«o«r«l ttita of iIm «it whioh is not ooo^^ 
to tw of partioulg rakvaoM 



•o- 



eariiar doeuaaat pufalidMd oo or oflar tfao 



fiU^ date 



dootimant whiek may throw doubts on priori^ olaimCs) or wk 
eited to aatahKrii Am pi^lioatioa date of anothar otteboa or 
^Mcial rtaaon (aa ^Mufiad) 

doeoaaal lafaiiug to ao oral dncloaora. uh. aaitibkioo or 

bUiahad prior to ttia iateniMciooal fUk^ itete but later 
date oteimod 



later dociaoattt puUiahad alter the tntefiwtiocial films date or priority 
date apd not in oonfUot vtdi the applioatioD but citad to uodantand 
th* principle or tfaaory undertyiog the imreiitioD 

vaaca; the claimed tsnrantion oanaot ba 
t be oomidared to imroive an inrontiTe step 



oooBtdarad novel or c 



docnnam of particular rvlevance; the olaimod imreotioo 
c o oaid e red to invohre an inventive step when the 
combined with one or more other tucfa documents, tuch coral 
baioe obvioua to a panoo akilled in the ait 

dooumant member of the tame patent family 



Date of the actual completioo of the tntematiooal search 
25 FEBRUARY 1999 



Date of mailing of the tntemationa] search report 



23 MAR 1999 



Name and mailing address of die ISA/US 
Coonmissiooer ofPateols and Trsdemarics 
Box POT 

Washington. D.C 20231 
Facsimile No. (703) 305-3230 



Autliorizc^l^fiGcer^ 
Rl 

Telephone No. (703) 308-1235 



K>nzep^fiGcer^ 



Form PCT/ISA/ZIO (second sheetXJuly 1992)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US99/00465 



C (Continuatioa). DOCUMENTS CONSIDERED TO Br RELEVANT 


Category* 


Citatioa of document, with indication* wbere appiopriate, of the relevant passages 


Relevant to claim No. 


Y 


Chemical Abstracts, volume 76, number 11, issued 13 March 1972, 
KAZMIROWSKI et al/Irreversible enzyme inhibitors", page 434, 
abstract no. 59218z, Ger. (East) 81,393, 20 April 1971, see entire' 
abstract. 


25 



Form PCT/ISA/210 (continuatioa of second sheetXJuly 1992)* 



